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Detailed Action 

Claims 1-4. 6 are allowable. 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claim 5 is rejected under 35 U.S.C. 112, second paragraph, as being 

indefinite for failing to particularly point out and distinctly claim the subject matter 

which applicant regards as the invention. 

A. In claim 5, line 1 , page 51 , the term "TFA" is unclear because it is an 
acronym and its meaning is unclear. What does this acronym stand for? It needs 
to be spelled out. 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the 
manner and process of making and using it, in such full, clear, concise, and exact 
terms as to enable any person skilled in the art to which it pertains, or with which 
it is most nearly connected, to make and use the same and shall set forth the 
best mode contemplated by the inventor of carrying out his invention. 

Claims 7-18 are rejected under 35 U.S.C. 112, first paragraph, because the 

specification, while being enabling for treating some angiogenesis related cancers. 

allergy/asthma and hyperinsulinism, does not reasonably provide enablement for 

treating all cancers, all non-malignant diseases in which angiogenesis is implicated, all 

types of inflammation, autoimmune diseases. The specification does not enable any 

person skilled in the art to which it pertains, or with which it is most nearly connected, to 

make and use the invention commensurate in scope with these claims. 

In In re Wands , 8 USPQ2d 1400 (1988). factors to be considered in determining 
whether a disclosure meets the enablement requirement of 35 U.S.C. 112, first 
paragraph, have need described. They are: 

1 . the nature of the invention, 

2. the state of the prior art. 
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3. the predictability or lack thereof in the art, 

4. the amount of direction or guidance present, 

5. the presence or absence of working examples, 

6. the breadth of the claims, 

7. the quantity of experimentation needed, and 

8. the level of the skill in the art. 

The nature of the invention 

The nature of the invention is the treatment of cancer, non-malignant diseases, 
hyperproliferative disorders selected from inflammation, autoimmune diseases and 
allergy/asthma with the compounds of formula (I) as found in claim 1. 

The state of the prior art 
It is known in the state of the art that Ak1 controls a plethora of cellular responses and 
that the three Akt isoforms Aktl , Akt2, and Akt3 are ubiquitously expressed in all cell 
types and tissues. See page 3963 of Toker et. al. In normal and cancer cells, Akt 
regulates both growth and survival mechanisms and does so by phosphorylating a large 
number of substrates. See page 3963, column 1 of Toker et. al. 

The state of the prior art is that cancer therapy remains highly unpredictable. 
The various types of cancers have different causative agents, involve different cellular 
mechanisms, and consequently, differ in treatment protocol. For example, evidence 
continues to accumulate that different isoforms of Akt have different functions in cells. 
See Toker et al. , page 3963. Ak1 and Ak2 knockout mice show distinct phenotypes 
with Aki null mice exhibiting growth defects, and Akt2 null mice exhibiting mainly defects 
in glucose homeostasis, these differences have yet to be correlated to differences at the 
isoforms. See page 3965, column 2 of Toker et. al. It may be true that AKT as an 
inhibitor of invasive migration may hold true only on a subset of tissues. See column 2, 
page 3965 of Toker et. al. Evidence continues to accumulate that different isoforms of 
Akt have different functions in cells, including in settings of human neoplasia. See page 
3965, column 2 of Toker et. al. Some studies have revealed the expression of activated 
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Aktl , activated either as a myristolated membrane-bound form or a phosphorylation site 
mutant, potently blocked the in vitro migration and invasion of three distinct breast 
cancer cell lines. See column 2, page 3963 of Toker et. al. 
The predictability or lack thereof in the art 

The instant claimed invention is highly unpredictable as discussed below: 

It is noted that the pharmaceutical art is unpredictable, requiring each 
embodiment to be individually assessed for physiological activity. In re Fisher, 427 F.2d 
833, 166 USPQ 18 (CCPA 1970) indicates that the more unpredictable an area is. the 
more specific enablement is necessary in order to satisfy the statute. In the instant 
case, the instant claimed invention is highly unpredictable since one skilled in the art 
would recognize that in regards to therapeutic effects of Akt-mediated diseases, whether 
the Akt was promoted or inhibited would affect the possible treatment of any disease. 

Hence, in the absence of a showing of correlation between all the diseases 
claimed as capable of treatment by the compound of claim 1 and the inhibition of Akt, 
one of skill in the art is unable to fully predict possible results from the administration of 
the compound of claim 1 due to the unpredictability of the role of Akt, i.e. whether 
promotion or inhibition would be beneficial for the treatment of the diseases. 
The nature of pharmaceutical arts is that it involves screening in vitro and in vivo to 
detemiine which compounds exhibit the desired pharmacological activities. There is no 
absolute predictability even in view of the seemingly high level of skill in the art. The 
existence of these obstacles establishes that the contemporary knowledge in the art 
would prevent one of ordinary skill in the art from accepting any therapeutic regimen on 
its face. 

77ie amount of direction or guidance present 
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The direction present in the instant specification is that the compounds of claim 1 can 
inhibit the Akt which helps in the treatment of all cancers, all inflammation, 
hyperinsulinism. However, the specification is fails to provide guidance as to whether 
the diseases listed as Akt-mediated diseases, require the inhibition of Akt or the 
promotion of Akt for treatment, i.e. the specification fails to provide a correlation between 
the diseases listed and the inhibition of Akt. 

The presence or absence of working examples 

The only direction or guidance present in the instant specification is found on 
page 46 of the specification regarding the in vivo inhibition of tumor growth in human cell 
lines, Heregulin stimulated Akt Activation assays on page 46 of the specification, cell 
based assays to determine the inhibition of Akt on page 46 of the specification, PKC 
assays on page 45 of the specification, PKA assay on page 44 of the specification and 
Akt Kinase assays on page 43 of the specification. Also, the compounds which are 
disclosed in the specification have no pharmacological data regarding the treatment of 
any disease and have no data on the possible treatment of Akt-mediated diseases that 
require the inhibition of Akt. Also, the specification fails to provide working examples as 
to how the listed diseases can be treated by the inhibition of Akt. 

The breadth of the claims 

The breadth of the claims is the treatment of all cancers, all malignant tumors, 
allergy/asthma and hyperinsulinism, all non-malignant diseases in which angiogenesis is 
implicated, all types of inflammation, autoimmune diseases without regards as to the 
affect of Akt on the stated diseases. 

TAie quantity of experimentation needed 

The quantity of experimentation needed would be undue when faced with the 
lack of direction and guidance present in the instant specification and when faced with 
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the unpredictability of tlie cancer therapy art in particular. The quantity of 
experimentation needed is undue experimentation. One of skill in the art would need to 
determine what listed diseases would be benefited by the inhibition of Akt and would 
furthemnore then have to determine whether the claimed compounds would provide 
treatment of the disease by the inhibition of Akt. 
The level of the skill in the art 

Even though the level of skill in the cancer therapy art is very high, based on the 
unpredictable nature of the invention and state of the prior art and the extreme breadth 
of the claims and lack of guidance and direction, one skilled in the art could not use the 
claimed invention without undue experimentation. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Binta M. Robinson whose telephone number is (571) 
272-0692. The examiner can normally be reached on M-F (9:30-6:00). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Dr. Thomas McKenzie can be reached on 571-272-0670. 

A facsimile center has been established. The hours of operation are Monday 
through Friday, 8:45 AM to 4:45 PM. The telecopier numbers for accessing the facsimile 
machine are (703)308-4242. (703)305-3592. and (703)305-3014. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is (571)- 
272-1600. 
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